PCT 



Jfe i k * « s __ 



,11 



"TSSSS. 9/«6, 47/06, 47/1. 



(11) BB&£BB*^ 
(43) BB&MH 



WO99/01137 

1999^1^14 004.01.99) I 



PCT/JP98/02953 
1998^6^290(29.06.98) 



1997^7^20(02.07.97) IP 



(21) BIStHffi** 

(22) S^WSB 
(30) 

(7i) msA i*®*®<f^<»^ mc ^ x) 

Tokyo, (JP) 



S!S|±^rtWI. ^(KOTANI, Etsuji et al.) 
?f 5 Jo004^AB5Tt:lS^WT13#2€- 

fc^fclcWSS**]-^ 1 ' Osaka, (JP) 

(8D m^m au. ca. kr, us, ^'^^4 AT ^ E ' E f ' CY - 

SS dTeI, FT, PR. GB, OR. IE, IT, LU, MC, NL, PT, SE). 



— «BSBBSSSSSSSSS---~- 



(54)3£SE 



(57) Abstract 



(57)^ 

g m & * b * r 

ft ft * 9R9R » » / * l * * " ° * % 

^ ia m ft * 



AM W=7 

at }r*HV 

BB ^^Jl* 

BG ^#'J7 

B J ***"*'■ 

BR 7?**. 

BY -^7^— > 

CG =3 :/•=*— 

CM 

CN 'PS 

CU * »-'< 

CY *7" D * 

CZ ^a*" 3 
D E „ 

95 ?tTT-£ 



rK is;/ 
Si |»? 



1^7 • 

4 j*?** 



>T=-T 



mc 



MK 
ML 



,_y*s7 



MR 
MX 

NO y ">J • 



SN 

sz 

TP 

TM 

UA 2^?^ 



RO -^TX- T 

SD 



WO 99/01137 



PCT/JP98/02953 

m « * 



£ & © "C & 5 o 

««9. !Ct«M« 9 ' ^ mt ..„, 

• :::::::: 

****** «ph««^^ M^** 

***** HtpHBSMMC*!"^^ 



^ W PCT/JP98/02953 

WO 99/01137 

T V» * • 



^ PCT/JP98/02953 

WO 99/01137 

.♦,,.. j i*«*T~<«««" l ' fc "** J:B 

t v> -5 * © "C* & 5 ° 



^fc PCT/JF98/029S3 

WO 99/01137 

»^*h MiL «f «-J>»?»StS!:« 

t < B , x 5 *^s^»*^< i±20% ^**;; 



PCT/JP98/02953 

WO 99/01137 

' ® iBmr ^ i 2 ~ i 8 ©. • » 

-ic,,*,-* c,*u*r* a -*) (c-i.). M 

% m t> & ^ o m 

c o c o/„ t- f 5 c ttf *f * 1 ^° 

#»<*„-c*.u-A*»- + *'- i: * 



PCT/JP98/02953 

WO 99/01137 

* * w r £ D » * l> < B 2 5 % lit T -e * 



„.... r»*v^» 3 -. 

^ ^ 7 ,k x - r * * ) 3 - 
*> ^ * VN ° «. , « i -r n 5 



^) PCT/JP98/02953 

WO 99/01137 

L<|i8XttTt*i« * " 

* a Ha }> li « « c k s'i * * * * ® "* * 5 ° 

« 



r 4M * ft ^ 9 t Y ■ u * y * ,m * 
« b < tt 3 % tt T . glw<J;t)9t^ us 



PCT/JP98/02953 

WO 99/01137 

r * 

Be a S 

ft # 

0.3S 
J® m 

A , v^'JiH"-^ 5 . 0 g 

2 . 5 g 

7- D K V > ^ y 3 *" ;V 

, <* 0 . 0 1 g 

2 . 5 g 
4B 1 0 0 g 



PCT/JP98/02953 

WO 99/01137 

* . v * * u ;v * - y * ft a * b , a o -c 
imj! L2_XjiJ^^ 

0 . 1 S 

y ;v ft ft ft * ^ 

2 . 5 g 

7 ^o^-;v6 o o 

. 0 . 0 0 5 g 

2 . 5 g 
£ S 1 0 0 g 

- n A 0 0 ( ■ * »J * *■ U > 9 U =1 - * 

8 o °c t in m b -c 

6 0 0 ) CD.***"*****'**^ 

* •hvaai:, *,wtft**^* v**^^*- 
v* o . l x**t»**f« ft - 

9 



PCT/JP98/02953 




^ ^ ,> * y D <7 

zj u * t v - ;v 

% t T 'J ;v 7 ^ 3 ^ 



n -r % ir si * * £ 



yD _,^ u ^r ^ ^ ao . c 

*• .«»*■«*•- 

.1 ^ * -hn x . 19 - £ fi» ^ ^ ^ s 

I 1 0 0 gC* 5 * 01 * 

Be •& -s. 
2 . 0 g 

8 . 0 g 

^ 9 *, x V n * 

3 . 0 g 

10 



PCT/JP98/02953 

WO 99/01137 

„ 3. 0g 

8»S*iftt b 0 . 0 5 g 

5 . 0 g 

± g 1 0 0 g 

R««3K«V^t, *tT U*7* 

0 . 5 g 
8 . 0 g 

V ^ 5 y a 

3 . 0 g 
1 . 5 g 

U * 7 * 3 — * 

1 . 5 g 

-fe * 7 - * 

5 . 0 g 

■mm* 

±m 1 o o g 

,» *. -X =r 7 0 * ~? * 3 ~~ ;V ^ 

^*y-*©agm*g-& ! #l t -2£:*-^^ c - 



V ft » fc o 

" li^S 



5 . 0 g 



PCT/JP98/02953 
, % . 3 5. Og 

$ij^J/ifl/V*ft^ b * 4. Og 

10. 0 g 

7 □ t i/ > ^ 'J ^ - ;v io. og 

8«3£*»<b* b U ***** 1 • 6 g 

ms. 

mm* 

£g i o o g 

»t.o..««wii^«- 

m ? ^ 7 r * »j - A ^ M 88 ( 2 - ± ^- 

0 . 3 g 
2 0. 0 g 

a v -fe y > 

1 5 . 0 g 

n 7 -fe y > 

al!y**^3i^l/>«ft^* ba 4.0g 
t^f7'J>lf^ ,J> 1 . 0 g 



t- a e v > 9 u ^ - ^ 



A ^) PCT/JP98/02953 

WO 99/01137 

1 0 . 0 g 
0. 1 g 

0 . i s 

1 0 . 0 g 

o. i is 

, g 1 0 0 g 

- -7 * v *• m 5- x 8 0 °c So ^ ^ "C 
* 

0 . 3 g 
9. 0g 

y ;v fb ft <b * 3* 

6 . 0 g 

s? t- o k i/ > ^ y - )X/ 



• PCT/JP98/02953 

B«**lfttF>J^*« 0,018 

0 . 3 g 

± g 1 0 0 g 

i ^ v » y 7 1 d K V > ^ 'J 3 

,^^------^^ pH i:;ro 0 g 

0 . 3 g 
0 . 6 g 

A ;V * * »✓ K - * * X) * ~ 

0 . 2 g 

1/ i/ * > 

5 . 0 g 
5 . 0 g 

B««*lftth')^**» 0,146 

0 . 5 g 

U -f > K 

£g 1 0 0 g 



PCT/JP98/02953 

WO 99/01137 

(Wistar) ^H.^HH^*^ 



ft as sf t; s « — - - ^ ^ 

nin^tisu ****** "C »*■ 

b TZ a 

^ « ^ ,Ht «d ©J * £ T 5£ 13 fit -3 "C If & b It o 

S£#] :£ £ to ^ ^ ^ 131 p PJ 



PCT/JP98/02953 



m. i 











26.84 ±4.84 


24.30 ±5.37 



a» b w * £ * • 

ggfflfiffH2 (in vi tro & ^ ^ afl S & ) 
^,^M^ : in vitro *TE<Z>R« 

-,<-T-*€bfc** Mfflb&fc*** 75>yffltt**^ (* 
Mmmmmi . 77 cm 2 , us,-^-*«iomL)u:.-« 

ft#±IHi:*««fc«»bfc, 

tfeo a* 2 4 ana* i/j.-^-*H>7u >y 

ISSI7^^>i (AS) L T SI 3£ b fc . 



16 



WO 99/01137 

&mmmm (%) 

g$J (lOOmg) ^Olg7if7^?>i 
31 2 , 





(us) 


(96) 


mm\i 


140 


47 




2 14 


7 1 




1 5 2 


5 1 



£ « ft -c * c 

3 ( a a a a a * } 

It o f: . 

7 4 > * > ^ - t A V^ . ««<0IH:#«*t 2 Om gf"3 

£(&5feL. B***l«rlKK 24»lfiiO | 4 8»l*©*lHt* 

2 ^ : ± # w t *y a # k & & n * ( as ^ w a ) 
0^:iai J ±<*^ ( m a & u ) 

17 



PCT/JP98/02953 



X 1 0 0 



WO 99/01137 

m 3 



PCT/JP98/02953 





A B C D E £ff- W 


mm i 


1PM 
2 4^ 
4 8B#f^ 


0+1+2+ 2 0 5 1 

ooooooo 
ooooooo 


SR9W7 


i mm 

4 8B$lffl 


0 +1 +1 +1 0 3 0.6 
0 0 +1 0 0 1 0.2 

ooooooo 




lttffi 
2 4B$lffl 
4 


+ 2 +2 +2 +2 0 8 1.6 
0 +1 0 0 0 1 0.2 
0 +2 0 0 0 2 0.4 




2 4mm 

4 


0 +2 +2 +2 +1 7 1.4 
0 +2 0 + 1 0 3 0.6 
0 +2 0 +1 0 3 0.6 



■CUD, :«Ht^«*< n«8HHlt»Mkl- 



• ^P PCT/JP98/02953 

H ttoa*»»<. ih»rs»8^ 

t * -e t , m * © as * a * * * * * £ fc 45 * * * ° 

u »« m* ©***a*» c ff t> n * . fc»-9 



19 



WO 99/01137 W W PCT/JP98/02953 

If ^ CD ® i 

i . m m m & t u x , 

m ft 7K m m # / x » 5. y n * * 

IS r§ "t£ $1 

-14 o 'j> & ^ t& m r -e 7 * > ^ ^ « & » • 

1 i= is n © s #j - 
3 . ft IB « ft r n, =1 - * # * y- t y * 7 ;v 3 - * * * * ' - * 
jt ^ -b b * ^ 7- y * r ;i/ u - * «fc o * 5 m e> 3 « ft * '> * < 
t.<b ia-cft5S*«i * « 2 tc ib « © m m - 

it # m 1 ~ 3 © v> r ft * £ sb ft © ^ri - 

5- 7 u > ■ * y * y > , * y * * ^ * *■ u v 9 * ,j ;v T * 3 ~ 

,1, zn - x * * * 3 1- * * D " » * 5 * * W * 6 M { * ^ * ,J> * 

6. taiB»ffl + t> ftftXT? (ttT> 

ftftAftftXW/Xtt^VD* : 1 0 ~ 9 7 %\ 

n m 7 )v 3 - )v sl u / x B ^ ft ^ * 3 - * : 0. 5-35%, 

20 



PCT/JP98/02953 

WO 99/01137 



21 



INTERNATIONAL SEARCH REPORT 



PCT/JP98/02953 



I-nt.Cl' 

According to International Patent Classification (IPQ or 



Documentation 



Electronic data base consulted during the 
CA (STN) 



SS3^£wM?*SS/»«. A61K47/06, M1M7/10 
both national classification and IPC 



FIELDS SEARCHED 



searched other than minimum documentation I 



3 the extent that such documents are included in the fields searched 



international search (name of data base and, where practicable, search terms used) 



DOCUMENTS CONSIDERED TO BE RELEVANT 



t, with indication, 



where appropriate, of the relevant passages 



JP, 2-124824, A (Eisai Co., Ltd., sinTi i SeiyaKu 

SsX { ri^r' lines8to 18 ; 

Examples 1 to 6 (Family: none) 
JP, 6-40949, A (Eisai Co., 

left column, line 6 ; Examples 4, 5 
fc EP, 580074, Al 

(1982), p. 163-183, 263-275, 345-348, 358 



Relevant to claim No. 



□ ^rthLdocumenUarelistedinthccontinuatioaofBoxC □ See^tent family annex 



■L" 



• Special categories of cited documents: 
■A" document defining the general state of the art wh.ch .snot 

considered to be of particular relevance , .... . 

•E- ^dier document but published on or after the internal 1 jUng date 
" document which may throw doubts on priority cla.mfs) or which * 
cited to establish the publication date of another citation or other 
special reason (as specified) 
•O' document referring to an oral disclosure, use. exhibition or other 

•P" document published prior to the international filing date but later than 
the priority date claimed 



considered novel or cannot be considered to involve an inventive step 

ccnSd to involve an inventive step when the document^ 
combined with one or more other such documents, 
being obvious to a person skilled in the art 
document member of the same patent family 



Dale of the actual completion of the international search 

11 September, 1998 (11- 09. 98) 



Name and mailing address of the ISA/ _ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 

22 September, 1998 (22. 09. 98) 



Authorized officer 
Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



[BBMB*^ PCT/JP98/02953 



A. -aarofWS (BBttttftff (IPC) ) 

Int. CI' A61K31/55, A61K9/06, A61K47/06, A61K47/10 



MSfctT^fcft'MS*** (lP»if»l (IPC); 
Int. CI' A61K31/55, A61K9/06, A61K47/06. A61K47/10 



CA(STN) 



if' 14 II 1 9 9 0 U 0 5. 9 0) , #1Ttt*J>« 
L) 

{ 5-9 s it s 9 o i: t irrS^P|f S L||f|»f* 

*mum g«***«?V 7 * 6 <I1 J I! ass 



1-7 



r EJ ■WWBtt«B:«*»** fxj 

roj q^lctsffl^ ®77^t-s2&-r«>xiw; hi— v<*^ kvt 5 y— X» 



11. 0 9. 9 8 



B*awfF/f (isa/jp) 

«5«**1 0 0-8 9 1 5 
*SPCT/ISA/2 10 (JB2^ (1 9 9 2^7^) 



BR»SE«^ro*iSB 2 2.09.98 



®SSS^ 03-3581-1101 Pig 34 5 2 



